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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 .136(a). In no event, however, may a reply be tinnely filed 
after SlX"(6) MONTHS from the mailing date of this communication: 



If the period for reply specified above is less than thirty (30) days, a reply w/ithin the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 
Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent temfi adjustment. See 37 CFR 1 .704(b). 

Status 

1 )S Responsive to communication(s) filed on 02/12/2002 . 
2a)\3 This action is FINAL. 2b)IEI This action is non-final. 

3) n Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 

Disposition of Claims 

4) [E1 Claim(s) 54-58 and 73-88 is/are pending in the application. 

4a) Of the above claim{s) is/are withdrawn from consideration. 

5) 0 Claim(s) is/are allowed. 

6) ^ Claim(s) 54-58 and 73-88 is/are rejected. 
?)□ Claim(s) is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) [EI The specification is objected to by the Examiner. 

10) IEI The drawing{s) filed on 02/12/2002 is/are: a)M accepted or b)^ objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1 .121 (d). 

1 1) 0 The oath or declaration is objected to by the Examiner. Note the attached Office Action or form PTO-152. 

Priority under 35 U.S.C. § 119 

12) n Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d) or (f). 
a)n All b)n Some * c)^ None of: 

1 .□ Certified copies of the priority documents have been received. 

2.n Certified copies of the priority documents have been received in Application No. . 



3.n Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
See the attached detailed Office action for a list of the certified copies not received. 
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DETAILED ACTION 
Specification 

— -1^ The diselosure-is objeeted-to because of the -foUowing-infoniialit^^^ 

should read, "Quantitative Shortened Amplicon Generation: Primer Extension and in vitro Transcription 
Techniques", as the paragraph refers to transcription not translation. Appropriate correction is required. 



Claim Rejections - 35 USC § 112 

2. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

A) Claim 76 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for failing to 
particularly point out and distinctly claim the subject matter which applicant regards as the invention. 
Claim 76 recites the limitation "method of claim 73" in line lof the claim. There is insufficient 
antecedent basis for this limitation in the claim. 

Claim Rejections - 35 USC§ 102 



3. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the basis 
for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(e) the invention was described in (1 ) an application for patent, published under section 122(b), by another filed 
in the United States before the invention by the applicant for patent or (2) a patent granted on an application for 
patent by another filed in the United States before the invention by the applicant for patent, except that an 
international application filed under the treaty defined in section 351(a) shall have the effects for purposes of this 
subsection of an application filed in the United States only if the international application designated the United 
States and was published under Article 21(2) of such treaty in the English language. 
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Claims 54-58, 73-75, 78-80 are rejected under 35 U.S.C. 102(e) as being anticipated by Carrino et 
al (USPN. 6,238,868, 5/29/2001). 

Garrino et-al- teaoh-a-method-for-electroniGally hybridizing-a-nuc 

acid probe on an array and utilizing the hybridized nucleic acid as a template in a polymerase reaction, 
incorporating a labeled nucleotide into the nucleic acid that is amplified (see whole document, 
specifically col. 30 lines 30-60, col. 28 21-40), The label incorporated into the amplified nucleic acid is 
used for detection (see whole document, specifically col. 30 lines 30-60). They also teach the 
aforementioned method for use with a plurality of nucleic acids in a sample and a plurality of nucleic acid 
probes as well as at least one nucleic acid probe with the same sequence being located in two or more 
locations on the array (see whole document, specifically Fig 1 A, col. 1 1 lines 34-44, and Fig 16). 

Carrino et al. teach a nucleotide labeled with fluorescent, colorigenic, chemiluminescent and or 
affinity moieties (see whole document, specifically col. 16 lines 56-65, col. 17 lines 1-6 and 35-58). 

Camno et al. teach a polymerization reaction employing either DNA polymerase when utilizing 
DNA or a reverse transcriptase when utilizing RNA (see whole document, specifically col. 25 lines 50-67, 
col. 30 Imes 30-61). 

Carrino et al. further teach a method for electronically hybridizing a nucleic acid in a sample to a 
plurality of probes in a predetermined location on an array. Additionally, they teach multiple independent 
sample analysis on the same array by selectively and independently targeting different nucleic acids of 
interest fi^om different samples to various microelectrode locations (see whole document, specifically 
col.lO lines 13-18, col.ll lines 34-41, col. 25 lines 1-5). 



Claim Rejections - 35 USC § 103 
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4. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a)-A-patent may not-be obtained-though-the invention is not-identically di 

section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 76, 77, 87 and 88 are rejected under 35 U.S.C. 103(a) as being unpatentable over Carrino 
et al. (USPN. 6,238,868, 5/29/2001) in view of Little et al. (USPN 6,027,709, 02/22/2000). 

Carrino et al. teach utilizing a hybridized nucleic acid as a template in a polymerase reaction, 
incorporating a labeled nucleotide into the nucleic acid that is amplified. The label incorporated into the 
amplified nucleic acid is used for detection (see whole document, specifically col. 30 lines 30-60). 
Additionally, Carrino et al. teach a nucleotide labeled with fluorescent, colorigenic, chemiluminescent 
and or affinity moieties (see whole document, specifically col. 16 lines 56-65, col. 17 lines 1-6 and 44- 
58). 

Carrino et al. do not teach using a nucleotide labeled with a cyanine dye moieties. 

Little et al teach a method of labeling nucleotides with cyanine dye moieties (see whole 
document, specifically col. 6 linesl-9, col. 5 12-17). 

One of ordinary skill in the art at the time the invention was made would have been motivated to 
combine a method for utilizing a hybridized nucleic acid as a template in a polymerase reaction, 
incorporating a labeled nucleotide into the nucleic acid that is amplified, as taught by Carrino et al. with 
Little's method of labeling nucleotides with cyanine dye moieties to achieve the expected advantage of 
being able to detect and quantify the amplification product. It would have been prima facie obvious to 
apply Little's nucleotides labeled with a cyanine dye to Carrino' s method of hybridization and 
amplification in order to both detect and quantify the amount of resulting target nucleic acid and evaluate 
the success of the amplification. 



Application/Control Number: 10/075,579 Page 5 

Art Unit: 1637 

5. Claims 81 and 86 are rejected under 35 U.S.C. 103(a) as being unpatentable over Carrino et al. 
(USPN. 6,238,868, 5/29/2001) in view of Leeetal. (USPN 6,207379, 03/27/2001). 

Canino-etal- disclosea-method-for electronically-hybridizing-^^^ 

nucleic acid probe on an array (see whole document, specifically col. 30 lines 30-60). Carrino et al. 
further teach utilizing the hybridized nucleic acid as a template in a polymerase reaction, incorporating a 
labeled nucleotide into the nucleic acid that is amplified. The label incorporated into the amplified 
nucleic acid is used for detection (see whole document, specifically col. 30 lines 30-60). Additionally, 
Carrino et al. teach a nucleotide labeled with fluorescent, colorigenic, chemiluminescent and or affinity 
moieties (see whole document, specifically col. 16 lines 56-65, col. 17 lines 1-6 and 44-58) and a 
polymerization reaction employing either DNA polymerase when utilizing DNA or a reverse transcriptase 
when utilizing RNA. 

Carrino et al. do not teach the use of a control sequence probe. 

Lee et al. teach including primers with sequences corresponding to a control housekeeping gene 
when amplifying target nucleic acid sequences as a means for evaluating proper nucleic acid 
amplification (see whole document, specifically col. 10 lines 6-36). 

One of ordinary skill in the art at the time the invention was made would have been motivated to 
combine a method for utilizing a target nucleic acid electronically hybridized to an array as a template in 
a polymerase reaction, as taught by Carrino et al. with Lee's primers having sequences corresponding to a 
control housekeeping gene when amplifying target nucleic acids in order to achieve the expected 
advantage of being able to evaluate the quality/quantity of the amplification process. 
Lee et al. states that utilizing an internal control to evaluate an amplification event would enable one to 
quantify the amount of resulting target nucleic acid as well as critically evaluate the success of the 
amplification (see whole document, specifically col. 10 lines 6-36). It would have been prima facie 
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obvious to apply Lee's primers to Carrino's method of hybridization and amplification in order to both 
quantify the amount of resulting target nucleic acid and evaluate the success of the amplification. 

6: Ciams~82-85~areTejectedunder-35-UTS-.G-103(a)-as-being-unpa 

(USPN. 6,238,868, 5/29/2001) in view of Fodor et al. (USPN 6,309,822 Bl, 10/30/2001). 

Carrino et al. disclose a method for electronically hybridizing a nucleic acid in a sample to a 
nucleic acid probe on an array (see whole document, specifically col. 30 lines 30-60). 

Carrino et al. do not teach electronically hybridizing nucleic acids in a sample to nucleic acid 
probes at 5,10, 20, and 40 or more locations on the support where the sequence of at least one probe at 
each of the 5, 10, 20, 40 or more locations is different for the sequences of the probes at the other 
locations. 

Fodor et al. teach a method for simultaneously detecting and or quantifiying the expression of a 
multiplicity of genes using a pool of target nucleic acids hybridized to an array of ohgonucleotide probes 
immobilized on a surface, where the array comprises greater than 100 different oligonucleotides, each 
different nucleotide being localized in a predetermined region of the surface (see whole document, 
specifically col, 253-67, col. 3 lines 1-6). 

One of ordinary skill in the art at the time the invention was made would have been motivated to 
combine a method for utilizing a target nucleic acid electronically hybridized to an array as a template in 
a polymerase reaction, as taught by Carrino et al. with Fodor's method for simultaneously detecting 
and/or quantifying the expression of a multiplicity of genes using a pool of target nucleic acids hybridized 
to an array of oligonucleotide probes immobilized on a surface, where the array comprises greater than 
100 different oligonucleotides in order to achieve the expected advantage of being able to study a larger 
number of DNA's at a given time. It would have been prima facie obvious to apply Fodor's method for 
simultaneously detecting and or quantifying the expression of a multiplicity of genes to Carrino's method 
of hybridization and amplification in order to study large numbers of DNA's more efficiently. 
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Conclusion 



7. Any inquiry concerning this communication or earlier communications from the examiner should 
be directed to Heather G. Calamita whose telephone number is 571.272.2876 and whose e-mail address is 
heather.calamita@uspto.gov. However, the office cannot guarantee security through the e-mail system 
nor should official papers be transmitted through this route. The examiner can normally be reached on 
weekdays 7:30 A.M. - 4:00 P.M. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Gary 
Benzion can be reached on 571.272.0782. The fax phone number for the organization where this 
apphcation or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the Patent Application 
Information Retrieval (PAIR) system. Status information for published applications may be obtained 
from either Private PAIR or Public PAIR. Status information for unpublished applications is available 
through Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

hgc 

Jeffrey siew 

PRIMARY examiner 



